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Supplementary Figures
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Supplementary Figure S1: Percentage coverage of all targeted regions vs. depth
distribution across all the pools. Each coloured line represents a pool.



Mapped and Total Reads
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Supplementary Figure S2: Mapped and Total Reads across all pools. Mapped
(NO DUPLICATES), indicated by yellow bars, are reads mapped after removal of
duplicates.



Mean Depth and Mean Coverage
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Supplementary Figure S3: Mean Depth and mean coverage (in percentage) of

targeted regions across all pools.



AF distribution of "novel" variants
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Supplementary Figure S4: Allele Frequency distribution of “novel” (variants
not found in any public database) variants.



R2 = 0.98045
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R2 = 0.92157
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Supplementary Figure S5: Correlation scatterplot of poolAF and AF obtained

from 1000genomes database. (a) 1000genomes_EUR (b) 1000genomes_ALL
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Supplementary Figure S6: Distribution of relative differences (absolute delta /
AF) between poolAF and 1000genomes_EUR AF. (a) Common variants (AF >=
0.01). Minimum: 0.000, 15t Quartile: 0.064, Median: 0.151, Mean: 0.219, 3rd
Quartile: 0.297, Maximum: 5.010. (b) Rare variants (AF < 0.01). Minimum:
0.000, 1st Quartile: 0.248, Median: 0.496, Mean: 0.820, 34 Quartile: 0.797,
Maximum: 30.130.



R2 = 0.97033
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Supplementary Figure S7: Correlation scatterplot of poolAF and AF obtained
from ExAC database.



30000

20000
count
30000
g 20000
o
o
10000
0
10000

4
Delta / AF



15000 -
10000 -
count
- l 12000
C
3 8000
[$)
4000
0
5000 -

0 10 20 30
Delta / AF

Supplementary Figure S8: Distribution of relative differences (absolute delta /
AF) between poolAF and AF from individual genotyping using Immunochip. (a)
Common variants (AF >= 0.01). Minimum: 0.000;1st Quartile: 0.031; Median:
0.087; Mean: 0.177; 3rd Quartile: 0.200; Maximum: 7.33. (b) Rare variants (AF
< 0.01). Minimum: 0.000;1st Quartile: 0.000; Median: 0.000; Mean: 0.161; 34
Quartile: 0.000; Maximum: 31.050.



AF of low quality variants (QUAL < 100)
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Supplementary Figure S9: AF distribution of low-quality (QUAL < 100)
variants.



QUALIty distribution of rare variants
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Supplementary Figure S10: QUAL(ity) score distribution of rare variants.
Vertical red dashed line denotes the ad-hoc threshold (QUAL = 100) for low

quality.



0.38

0.37

00Z<1VN0
¥61<TVN0
88T<1VN0
Z81<1VN0O
9L1<TVN0
04T<TVNOD
$9T<TVNO
8ST<TVNO
ZST<TVNO
9 1<TVNO
0bT<1VN0
FEI<TVNO
821<1VND
ZZI<TVN0
9TT<TVNO
0TT<TVNO
$01<1VNO
860<1VN0D
Z60<1VN0
980<1VN0
080<1vVND

¥L0<1VND)|

0.31

0.3

890<1VN0O
290<1VN0
950<1VN0
0S0<TVN0
PP0<1VNO
8€0<1VN0D
Z£0<TVNO
920<1¥N0
0Z0<1vN0

Quality Filter

KS-tests results at different Quality Filter (QF)

thresholds. The minimum Dstat (Dstatmin = 0.3114) is reached at QUAL threshold

of 74 (i.e. QUAL > 74).

Supplementary Figure S11
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Mininimum Percentage Filter (MPF)

KS-tests results at different thresholds of Minimum

Supplementary Figure S12

0.3062) is

Percentage Filter (MPF) of ALT alleles. The minimum Dstat (Dstatmin

reached at MPF threshold of 2.6%.



Overview of bioinformatics pipeline
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Supplementary Figure S13: Schematic overview of bioinformatic pipeline.



Supplementary Tables

Supplementary Table S1: Sequencing results for all pools

Supplementary Table S2: Pool-by-pool correlation between pooled-sequencing

Min. 1st Qu. Median
Total Reads 8232918 11609659 12890954
Mapped Reads 8188029 11420748 12604589
Duplicate Reads 169082 371178 532114
Mapped Reads (%) 95.16 97.27 98.89
Duplicates (%) 2.054 3.227 3.911
Mapped Reads 8018947 10690320 11856557
(NO DUPLICATES)
%Mapped Reads 71.72 91.55 94.6
(NO DUPLICATES)
Mean Depth 219.2 293 332.8
Mean Coverage 85.15 88.37 89.16

Mean
13963493
13718324

918732

98.28

5.972
12799592

92.31

351.9
89.06

AF (poolAF) and AF obtained from Immunochip SNP-array.

3rd Qu.
14231289
14144207
1061584
99.19
6.714
13260984

95.62

373.6
89.87

CT_NO1_Run58.chp|CT_NO1_Run58.seq
CT_NO2_Run58.chp|CT_NO2_Run58.seq
CT_NO3_Run58.chp|CT_NO3_Run58.seq
CT_NO4_Run58.chp|CT_NO4_Run58.seq
CT_NO5_Run58.chp|CT_NO5_Run58.seq
CT_NO6_Run58.chp|CT_NO6_Run58.seq
CT_NO7_Run58.chp|CT_NO7_Run58.seq
CT_NO8_Run58.chp|CT_NO8_Run58.seq
CT_NO9_Run58.chp|CT_NO9_Run58.seq
CT_NO10_Run58.chp|CT_NO10_Run58.seq
CT_NO11.chp|CT_NO11.seq
CT_NO12.chp|CT_NO12.seq
CT_NO13_Run58.chp|CT_NO13_Run58.seq
CT_NO14.chp|CT_NO14.seq
CT_NO15.chp|CT_NO15.seq
CT_NO16_Run58.chp|CT_NO16_Run58.seq
CT_NO17.chp|CT_NO17.seq
X1HC_HSR.chp|X1HC_HSR.seq
X2HC_HSR.chp|X2HC_HSR.seq
X3HC_HSR.chp|X3HC_HSR.seq
X4HC_HSR.chp|X4HC_HSR.seq

R2
0.993311844
0.985115565
0.989815206
0.990162551
0.990072385
0.992709062
0.990531915
0.989939293
0.988650636
0.989064001
0.990991065
0.980199122
0.982958596
0.986235418
0.987778441
0.989072283
0.981784013
0.987958744
0.989730352
0.987626275
0.986311237

Remark

Max.
33707386
32673699

8285985
99.5
25.672
30348318

97.4

815
91.69



X5HC_HSR.chp|X5HC_HSR.seq 0.987465177

X6HC_HSR.chp|X6HC_HSR.seq 0.983855943
X7HC_HSR.chp|X7HC_HSR.seq 0.988633208
X8HC_HSR.chp|X8HC_HSR.seq 0.992620553
X9HC_HSR.chp|X9HC_HSR.seq 0.990274638
X10HC_HSR.chp|X10HC_HSR.seq 0.979022206
X11HC_HSR.chp|X11HC_HSR.seq 0.992873813
X12HC_HSR.chp|X12HC_HSR.seq 0.990276008
X13HC_HSR.chp|X13HC_HSR.seq 0.992747882
X14HC_HSR.chp|X14HC_HSR.seq 0.991196387
X15HC_HSR.chp|X15HC_HSR.seq 0.985013499
X16HC_HSR.chp|X16HC_HSR.seq 0.986462208
X17HC_HSR.chp|X17HC_HSR.seq 0.990084718
SM_HSR1.chp|SM_HSR1.seq 0.981120288
SM_HSR15.chp|SM_HSR15.seq 0.9508251
SM_HSR16.chp|SM_HSR16.seq 0.988179658
0.871518768 REMOVED
SM_HSR18.chp|SM_HSR18.seq 0.980928817
SM_HSR19_2.chp|SM_HSR19_2.seq 0.985448444
SM_HSR20.chp|SM_HSR20.seq 0.981911516
SM_HSR21_2.chp|SM_HSR21_2.seq 0.986584879
SM_HSR22.chp|SM_HSR22.seq 0.988514799
SM_HSR23.chp|SM_HSR23.seq 0.9911689
SM_HSR24.chp|SM_HSR24.seq 0.993709213
SM_HSR25.chp|SM_HSR25.seq 0.983262612
SM_NO7.chp|SM_NO7.seq 0.99035054
SM_NO8.chp|SM_NO8.seq 0.985746679
SM_NO11.chp|SM_NO11.seq 0.989874649
SM_NO24.chp|SM_NOZ24.seq 0.993547713

SM_N025.chp|SM_N025.seq 0.994854551



